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This listing of claims will replace all prior versions and listings of daims in this 
application: 

Listing of Claims 

1 . (Amended) A compound of the formula I 



a prodrug thereof, a phamiaceutically acceptable salt of said compound or said prodrug or 
a stereoisomer or diastereomeric mixture of said compound, prodrug or salt, wherein: 

the dotted Gne is a bond or no Ixynd; 

X!s-CH2-orO; 

Z is -(CH2)3-, thienyl. thiazolyl or phenyl, provided that when X is O, then Z is phenyly 
furth e r prov i d e d that whon is s e l e ct e d from the group ooneisting of g thionyl, phony li 
and monoDubctitutod phenyl, whorein cold cubstituontc be i ng oo l octed from tho group 
ee Rsfeting ef - Gh l oro, fluoro, ph e nyl, m e thoxy, trifiuoromothyl and C4 C3 a l ky i , then - Z - io 
thi e ny l , thiazolyl or phenyl ; 

Q IscsrtK^xyl, (Ci-C4)alkoxylcarbonyl ortetrazolyl; 

R^is-Aror-ArW-Ar^; 
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V is a bond, -0-. -OCHr or -CH2O-; 

Ar i$ a partially saturated, fuily saturated or fully unsaturated five to eiglit membered ring 
optionally having one to four heteroatoms selected independently from oxygen, sulfur 
and nitrogen, or a bicyclic ring consisting of two fused independently partially saturated, 
fully saturated or fully unsaturated five or six membered rings, taken independently, 
optionally having one to four heteroatoms selected independently from nitrogen, sulfur 
and oxygen, said partially or fully saturated ring or bicyclic ring optionally having one or 
two 0x0 groups substituted on carbon or one or two 0x0 groups substituted on sulfur; 
and 

Ar^ and Ar^ are each independently a partially saturated, fully saturated or funy 
unsaturated five to eight membered ring optionally having one to four heteroatoms 
selected independently from oxygen, sulfur and nitrogen, said partially or fully saturated 
ring optionally having one or two 0x0 groups substituted on carbon or one or two 0x0 
groups substituted on sulfur; 

said Ar moiety is optionally substituted on carbon or nitrogen, on one ring if the moiety is 
monocyclic, or on one or both rings if the moiety is bicyclic, with up to three substituents 
per ring each independently selected from hydroxy, halo, carboxy, (Ci-C7)alkoxy, (Cr 
C4)alkoxy(Ci-C4)alkyl. (Ci<;7)alky!. (CrC7)alkenyl, (C3-C7)cycIoaIkyl, (CrC7)cycloalkyl(Cr 
C4}alkyl. (C3-C7)cycloalkyl(CrC4)alkanoyl. fomiyl, (Ci-Ce)alkanoyl, (CrCe)alkanoyl(Cr 
Ce)aikyl, {Ci-C4)alkanoylamino, (Ci-C4)alkoxycarbonylamino, hydroxysulfonyl, 
aminocariaonylamino or mono-N-, dr-N,N-. di-N,N - or tri-N,N,N'-(CrC4)alkyl substituted 
aminocarbonylamino, sulfonamido, (Ci-C4)alkylsulfonamido, amino, mono-N- ordhN.N- 
(Ci'C4)alkylamino. carbamoyl. mono-N- ordi-N,N-(Ci-C4)alkylcarbamoyl, cyano, thiol, (Ci- 
C6)alkylthio, (Ci-C6)alkylsulfinyl, {Ci-C4)alkyl5ulfonyl and mono-N- ordi-N,N-(Ci- 
C4)alkylaminosulfinyl, wherein said aikyi and aJkoxy substituents in the definition of Ar are 
optionally substituted on cartx)n with up to three lluoro; and 

said Ar^ and Ai^ moieties are independently optionally substSuted on carbon or nitrogen 

with up to three substituents each independently selected from hydroxy, halo, carboxy, 

{Ci-C7)alkoxy, (Ci-C4)alkoxy{Ci-C4)alkyl, (Ct-C7)aUcyl, (C2-C7)alkenyl. (C3-C7)cydoalkyl. 

(C3-C7)cycloalkyl(Ci-C4)allcyl. (C3-C7)cydoalky](Ci^4)aIkanoyl, fomiyl, (Ci-CB)alkanoyl. 

3 
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(Ci-Ce)alkaRoyl(Ci-C6)alkyl, (Ci-C4)alkanoylamino. (Ci-C4)alkoxycartx)nylamino, 
hydroxysulfbnyl, aminocarbonylamino or mono-N-, di-N.N-. di-N.N - or tii-N.N.N -(Ci- 
C4}allcyl substituted aminocartonylamino. sulfonamido, (CrC4)a]kylsulfonamido, amino, 
mono-N- or di-N,N-(Ci-C4)alkylamino, carbamoyl, mono-N- or di-N,N-(Ci- 
C4}alkyIcarbamoyl, cyano. thiol (Ci-C6)all<ylthio, (Ci-C6)a[kylsulfinyl, {Ci.C4)alkylsulfonyl 
and mono-N- or di-N,N-(Ci-C4)alkylaminosulflnyl, wherein said alkyi and alkojcy 
substituents in the definition of Ar^ and Ar^ are optionaOy substituted on carbon with up to 
three fluoro; 

provided that <a) when X is (CH2)- and Z Is -(CH3)3-. then is not thienyl, phenyl or phenyl 
monosubstituted with chloro, fluoro. phenyl, methoxy. trifluoromethyl or (Ci-C4)alkyl; and 
(b) when X is (CH2)-, 2 Is -(CH2)r, and Q Is cartoxyl or (Ci-C4)alkoxycarbonyl, then is 
not (i) (CrC7)cycl0dlkyl or (ii) phenyl, thienyl or fury! each of which may be optionally 
monosubstituted or disubstituted by one or two substituents selected, Independently In the 
latter case, from halogen atoms, alkyi groups having 1 - 3 carbon atoms whfch may be 
substituted by one or more halogen atoms, and alkoxy groups having 1-4 carbon atoms, 

2. (Original) A compound of claim 1 of the formula la 



la 

a pnodnjg thereof, a phanmaceuticdIJy a^ptabie salt of said compound or said prodrug or 
a stereoisomer or diastereomeric mixture of said compound, prodrug or salt, wherein: 

Xis-CH2-;Zis-(CH2)3-. 
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and is Ar wherein said Ar moiety is optionally substituted on carbon or nitrogen, on one 
ring if the moiety i$ monocyclic, or on one or both rings if the moiety i8 bicyclic, with up to 
three substltuerrts per ring each independently selected from hydroxy, halo, carboxy, (Ci- 
C7)alkoxy, (CrC4)alkoxy(Ci-C4)all<yl, {Ci-C7)alkyl, (C2-C7)alkenyl. (Ca-C7)cyctoalky), (Cr 
C7)cydoailcyl(C,-C4)aiIcyl, (C3-C7)cycloalkyl{Ci-C4)aikanoyl, fbmiyi, {CrC8)aIkanoyl, (C,- 
C6)atkanoyl(Ci-C6)alkyl, {CrC4)alkanoylamino, (C,-C4)alkoxycaTboni^amino, 
hydroxysiilfonyl. aminocarbonylamino or mono-N-. di-N,N-, di-N,N - or tri-N,N,N -(Ci- 
C4)atkyl substituted aminocarbonylamino, sulfbnamido, (Ci-C4)alkylsulfonamido» amino, 
mono-N- or di-N,N-(CrC4)alkylamino, carbamoyl, mono-N- or dHN,N-(Ci- 
C4)alkylcarbamoyt, cyano, thiol, (Ci-C6)alkyithio. (Ci-C6)alkylsulfinyl, (CrC4)aIkylsulfcnyl 
and mono-N- or di-N,N-(CrC4)aikylaminosulfinyl, wherein said alkyl and alkoxy 
substituents in the definition of Ar^ and Ar^ are optionally substituted on carbon with up to 
three fiuoro. 

3. (Original) A compound of claim 2, a prodaig thereof, a pharmaceutteally 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomeric 
mixture of said compound, prodaig or salt, wherein Ar Is cyciohexyl. 1.3-benzodloxoiyl, 
thlenyl. naphthyl or phenyl optionally substituted with one or two (Ci-C4)alkyl, {Ci- 
C4)alkoxy, (CrC4)aIkoxy{Ci-C4)alkyl, chloro, fiuoro, trifluoromethyl or cyano, wherein said 
alkyl and alkoxy substituents in the definition of Ar are optionally substituted with up to 
three fiuoro, 

4. (Original) A compound of claim 3, a prodmg thereof, a pharmaceutically 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomeric 
mixture of said compound, prodnjg or salt wherein the dotted line is no bond; Q is carboxy 
or (CrC4)alkoxylcarbonyl; and Z is 

5 
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5. (Original) A compound of claim 4, a prodrug thereof, a pharmaceutlcally 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomeric 
mixture of said compound, prodrug or salt, wherein Q is carboxy and Ar is phenyl 
optionally substituted with one {CrC4)aIkyl, (Ci-C4)a[Koxy, (C,-C4)alkoxy(Ci-C4)alkyl, 
chloro, fluorOp trifluoromethyl or cyano, wherein said alkyi and aikoxy substituents in the 
definition of Ar are optionally substituted with up to three fluoro. 

6. (Original) A compound of claim 5, a prodrug thereof, a pharmaceutically 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomeric 
mixture of said compound, prodrug or salt, wherein Ar is nvtrifluoromethylphenyl. 

7. (Original) A compound of claim 5, a prodrug thereof, a pharmaceutically 
acceptable salt of sard compound or said prodrug or a stereoisomer or diastereomeric 
mixture of said compound, prodrug or salt, wherein Ar is m-chlorophenyl. 

8. (Original) A compound of claim 5, a prodrug thereof, a pharmaceutically 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomeric 
mbcture of said compound, prodmg or salt, wherein Ar is m-trifluorometho)^henyl. 

9. (Original) A compound selected from 5-(3-(2S-(3R-hydroxy-4-(3- 
trifluoromethyl-phenyl)-butyl)-5-oxo-pyrrolidin-1 -y l)-propyl)-thiophene-2-carboxylic acid; 5- 
(3-(2S-(3R-^iydroxy-4-{3-trffluoromethoxy-phenyl)-butyl)~5<>xo-pyn-olidin-1-yO^ 
thiophene-2-carboxy]ic acid; and 5-(3-(2S-(4-(3-chlorO'phenyt)^R-hydn5xy-butyl)-5-oxo- 
pyrrolidin-1-yl)-propyl)-thiophene'2-carfaoxylic acid. 

1 0. (Original) A compound of claim 2, a prodnjg thereof, a phamnaceutically 
acceptable salt of said compound or said prodnjg or a stereoisomer or diastereomeric 
mixture of said compound, prodmg or salt, wherein X is -CHn Z is -(CH2)3-. Q is carboxyl 
or (Ci-C4)alkoxycarbonyt and Ar is phenyl independently substituted with one to three 
cyano. (Ci-C7)aIkoxy substituted with one to three fluoro or (Ci-C4)alkoxy(Ci-C4)alkyl, 

6 
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1 1 , (Original) A compound of claan 3. a prodrug thereof, a pharnftaceutically 
acceptable salt of said compound or said prodrug or a stereoisomer or diastereomeric 
mixture of said compound, prodmg or salt, wherein the dotted line is no bond; Q is carboxy 
or (Ct-C4)alkoxylcarbonyl; and Z is 




1 2. (Original) A compound of cIdBti 1 1 , a prodrug thereof, a pharmaceuticaiiy 
acceptable salt of said compound or said prodmg or a stereoisomer or diastereomeric 
mixture of said compound, prodrug or salt, wherein Q is carboxy and Ar is phenyl 
optionally substituted with one (Ci-C4)alkyl, (CrC4)alkoxy, (CrC4)alkoxy(Ci-C4)alkyl, 
chtoro, fluoro, trifluoromethyl or cyano, wherein said alkyi and alkoxy substituents in the 
definition of Ar are optionally substituted with up to three fluoro. 

1 3. (Original) A method of treating a condition which presents with low bone 
mass in a mammal comprising administering to said mammal a compound of claim 1, a 
prodnjg thereof or a phannaceutically acceptable salt of said compound or of said 
prodrug, or a diastereomeric mbcture of sad compound, salt or prodmg. 

1 4. (Original) A method of claim 1 3 wherein said condition is osteoporosis, 
frailty, an osteoporotic fracture, a bone defect, childhood idiopathic bone loss, alveolar 
bone loss, mandibular bone loss, bone fracture, osteotomy, bone loss associated with 
periodontitis, or prosthetic ingrowth. 

15. (Original) A method of claim 14 wherein said composition is administered 
systemically. 

1 6. (Original) A method of claim 14 wherein said composition is administered 

locally. 

17. (Original) A method of claim 14 wherein said condition is frailty. 

7 
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1 8. (Original) A method of claim 14 wherein said condition Is osteoporosis. 

19. (Original) A method of claim 14 wherein said condition is bone fracture or 
osteoporotic fracture. 

20. (Original) A pharmaceutical compos'rtion comprising a compound of claim 

1 . a prodrug thereof, a pharmaceutlcaily acceptable salt of said compound or said prodrug 
or a stereoisomer or diastereomeric mixture of said compound, prodrug or salt, wherein 
' and a pharmaceuticaily acceptable cam'er, vehicle or diluent. 

21 . (Original) A method of treating a condition which presents with low bone 
mass in a mammal comprising administering to said mammal a pharmaceutical 
composition of claim 20. 
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